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DETAILED ACTION 

Continued Examination Under 37 CFR 1.114 

A request for continued examination under 37 CFR 1.114, including the fee set forth in 37 
CFR 1.17(e), was filed in this application after final rejection. Since this application is eligible for 
continued examination under 37 CFR 1.114, and the fee set forth in 37 CFR 1.17(e) has been timely 
paid, the finality of the previous Office action has been withdrawn pursuant to 37 CFR 1.114. 
Applicant's submission filed on 1/26/2007 has been entered. 

Claims 2, 26 and 28 are currently pending and under consideration. 

Information Disclosure Statement 
The Information Disclosure Statement filed 2/07/2007 is acknowledged. The submission is 
in compliance with the provisions of 37 CFR 1.97. Accordingly, the information disclosure 
statement is being considered by the examiner. A signed copy of the IDS is attached hereto. 

Claim Rejections - 35 USC § 112 
The following is a quotation of the second paragraph of 35 U.S.C. § 112: 

The specification shall conclude with one or more claims particularly pointing out and distinctly claiming the subject 
matter which the applicant regards as his invention. 

Claims 2, 26 and 28 are rejected under 35 U.S.C. § 112, second paragraph, as being indefinite 
for failing to particularly point out and distinctly claim the subject matter which applicant regards as 
the invention. 

Claims 2 and 26 recites "an effective amount" of the claimed synergistic combination. This 
limitation is indefinite because it is not clear what the amount being administered is effective^. 
The preamble of the claim is not linked to the body of the claim in such a way as to clearly, convey 
that the "effective amount" being administered is effective to treat the condition recited in the 
preamble. The phrase "an effective amount" has been held to be indefinite when the claim fails to 
state the function which is to be achieved and more than one effect can be implied from the 
specification or the relevant art. In re Fredericksen 213 F.2d 547, 102 USPQ 35 (CCPA 1954). This 
rejection may be overcome by amending the claim to recite "a therapeutically effective amount". 
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For the purposes of examination, the Examiner has interpreted "an effective amount' 5 to mean an 
amount effective to treat renal cancer as recited in the preamble of the claim. 

Claim 28 recites "a synergistic amount" of the claimed combination. This limitation is 
indefinite because it is not clear what the amount is synergistic for. The preamble of the claim is not 
linked to the body of the claim in such a way as to clearly convey that the "synergistic amount" is 
effective for. This instant case is amendable to the type of analysis set forth in In re Fredericksen 213 
F.2d 547, 102 USPQ 35 (CCPA 1954), wherein the phrase "an effective amount" has been held to 
be indefinite when the claim fails to state the function which is to be achieved and more than one 
effect can be implied from the specification or the relevant art. 

Claim Rejections - 35 USC § 103 

The following is a quotation of 35 U.S.C. 103(a) which forms the basis for all obviousness 
rejections set forth in this Office action: 

(a) A patent may not be obtained though the invention is not identically disclosed or described as set forth in section 
102 of this title, if the differences between the subject matter sought to be patented and the prior art are such that the 
subject matter as a whole would have been obvious at the time the invention was made to a person having ordinary 
skill in the art to which said subject matter pertains. Patentability shall not be negatived by the manner in which the 
invention was made. 

The factual inquiries set forth in Graham v. John Deere Co., 383 U.S. 1, 148 USPQ 459 (1966), 
that are applied for establishing a background for determining obviousness under 35 U.S.C. 103(a) 
are summarized as follows: 

1 . Determining the scope and contents of the prior art. 

2. Ascertaining the differences between the prior art and the claims at issue. 

3. Resolving the level of ordinary skill in the pertinent art. 

4. Considering objective evidence present in the application indicating obviousness or 
nonobviousness. 

Claims 2, 26 and 28 are rejected under 35 U.S.C. 103(a) as being unpatentable over Muss et 
al. (J. Clinical Oncology 1987; 5: 286-291, of record) in view of Raymond et al. (Proceedings of 
ASCO 2000; 19: 187a, IDS) and Stebbing et al. (BJU International 2001; 87: 599-601). 

Muss et al. teach a method of treating renal cell carcinoma comprising administering a 
therapeutically effective amount of interferon alpha (Tide and page 287, 1 st column, IFN Preparation 
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and Study Design). Specifically, the reference teaches a modest but definite antitumor effect of 
interferon alpha in advanced renal cell carcinoma. 

Muss et al. do not explicitly teach the combination of CCI-779 and interferon alpha for the 
treatment of renal cell carcinoma or a pharmaceutical pack/composition comprising CCI-779 and 
interferon alpha. 

Raymond et al. teach the antitumor effect of the Rapamycin analog, CCI-779. Specifically, 
the reference teaches a method of treating renal carcinoma and IL-2/IFNa, e.g., intereluekin- 
2/interferon a resistant renal cell carcinomas comprising administering CCI-779 to a patient (2 nd 
column, abstract 728, 7 th line from bottom). 

Stebbing et al. teach the current status of interferon-a treatment in advanced renal cancer 
and conclude that interferon-a at 10 MU subcutaneously three times per week is the standard 
treatment of renal cancer and should represent the control arm of future studies. 

It would have been prima facie obvious to one of ordinary skill in the art at the time the 
invention was made to combine the teachings of the references so as to treat renal cell carcinoma 
because each of the therapeutics had been individually taught in the prior art to be successful at 
treating renal cell carcinoma. Moreover, in view of the teachings of Stebbing et al., interferon- 
a treatment in advanced renal cancer is the standard treatment of renal cancer and should represent 
the control arm of future studies. Thus, the instant situation is amenable to the type of analysis set 
forth in In re Kerkhoven .205 USPQ 1069 (CCPA 1980) wherein the court held that it is prima facie 
obvious to combine two compositions each of which is taught by the prior art to be useful for the 
same purpose in order to for a third composition that is to be used for the very same purpose since 
the idea of combining them flows logically from their having been individually taught in the prior 
art. Applying the same logic to the instant claims, one of ordinary skill in the art would have 
reasonable expectation of success that by administering a combination of interferon alpha and CCI- 
779 to a patient suffering from renal cell carcinoma, one would achieve a method of treating renal 
cell carcinoma in a patient in need thereof. 

Note: In order to expedite prosecution, the Examiner would like to address Applicants 
arguments pertaining to the previous rejection of claims under 35 U.S.C. 103(a) as being 
unpatentable over Muss et al. (J. Clinical Oncology 1987; 5: 286-291) in view of Raymond et al. 
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(Proceedings of ASCO 2000; 19: 187a, IDS) as they relate to the instant rejection. In response to 
the previous rejection, Applicants assert that even if it could be considered obvious to select 
interferon alpha and CCI-779 for combination, there can be no expectation that the combination 
would produce a synergistic effect. In particular, Applicants assert that the unexpected results have 
been demonstrated because the synergistic effect was observed by administering CCI-779 and IFN-a 
for the treatment of renal cancer (see, for example, the specification at page 13, lines 19-22). Thus, 
Applicants assert that the claims explicitly recite this feature. 

These arguments have been carefully considered, but are not found persuasive. 

Regarding Applicants assertions of unexpected results, the Examiner acknowledges that the 
specification teaches that the data shown on page 13, Table 1 demonstrates "that CCI-79 and IFN-a 
are synergistic in this test procedure in that they were able to achieve an effect (tumor regression) 
not attainable with single agent treatment." However, the Examiner recognizes that the 
specification appears to be silent on whether these results were "unexpected". Thus, the arguments 
of counsel cannot take the place of evidence in the record. In re Schulze, 346 F.2d 600, 602, 
145 USPQ 716, 718 (CCPA 1965). Examples of attorney statements which are not evidence and 
which must be supported by an appropriate affidavit or declaration include statements regarding 
unexpected results , commercial success, solution of a long-felt need, inoperability of the prior art, 
invention before the date of the reference, and allegations that the author(s) of the prior art derived 
the disclosed subject matter from the applicant. See MPEP 716.01 (c). In addition, the Examiner 
recognizes that while the claims recite a "synergistic combination", this recitation does not appear to 
imply a synergistic "effect" on the inhibition of tumor growth. 

This application currently names joint inventors. In considering patentability of the claims 
under 35 U.S.C. 103(a), the examiner presumes that the subject matter of the various claims was 
commonly owned at the time any inventions covered therein were made absent any evidence to the 
contrary. Applicant is advised of the obligation under 37 CFR 1.56 to point out the inventor and 
invention dates of each claim that was not commonly owned at the time a later invention was made 
in order for the examiner to consider the applicability of 35 U.S.C. 103(c) and potential 35 
U.S.C. 102(e), (f) or (g) prior art under 35 U.S.C. 103(a). 
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Claims 2, 26 and 28 are rejected under 35 U.S.C. 103(a) as being obvious over Gibbons et al. 
(US 2005/0187184, filed 12/06/2001) in view of Stebbing et al. (BJU International 2001; 87: 599- 
601). 

The applied reference has a common inventor with the instant application. Based upon the 
earlier effective U.S. filing date of the reference, it constitutes prior art only under 35 U.S.C. 102(e). 
This rejection under 35 U.S.C. 103(a) might be overcome by: (l).a showing under 37 CFR 1.132 that 
any invention disclosed but not claimed in the reference was derived from the inventor of this 
application and is thus not an invention "by another"; (2) a showing of a date of invention for the 
claimed subject matter of the application which corresponds to subject matter disclosed but not 
claimed in the reference, prior to the effective U.S. filing date of the reference under 37 CFR 1.131; 
or (3) an oath or declaration under 37 CFR 1.130 stating that the application and reference are 
currendy owned by the same party and that the inventor named in the application is the prior 
inventor under 35 U.S.C. 104, together with a terminal disclaimer in accordance with 37 CFR 
1.321(c). This rejection might also be overcome by showing that the reference is disqualified under 
35 U.S.C. 103(c) as prior art in a rejection under 35 U.S.C. 103(a). See MPEP § 706.02(1)(1) and § 
706.02(1)(2). 

Gibbons et al. teach a method of treating a neoplasm in a mammal comprising alternating 
administration of CCI-779 and an antimetabolite antineoplastic agent (page 6, Claim 4 of the PG 
Pub). With regards to the neoplasm, Gibbons et al. teach that the combination is useful for the 
treatment of renal cancer (paragraph 0010). Moreover, Gibbons et al. teach that the instant 
combination can be used as part of a chemotherapy cocktail comprising additional antineoplastic 
agent such as interferons depending on the nature of the neoplasia to be treated (paragraph 0041). 

Gibbons et al. do not explicidy teach that the interferon is interferon a. 

Stebbing et al. teach the current status of interferon-a treatment in advanced renal cancer 
and conclude that interferon-a at 10 MU subcutaneously three times per week is the standard 
treatment of renal cancer and should represent the control arm of future studies. 

It would have been prima facie obvious to one of ordinary skill in the art at the time the 
invention was made to include the interferon-alpha in the chemotherapy cocktail as taught by 
Gibbons et al. for the treatment of renal cancer in view of the teachings of Stebbing et al One 
would have been motivated to do so because Stebbing et al teach that interferon-a treatment in 
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advanced renal cancer is the standard treatment of renal cancer and should represent the control arm 
of future studies. Thus, one of ordinary skill in the art would have reasonable expectation of success 
that by including the interferon-alpha in the chemotherapy cocktail as taught by Gibbons et al. for 
the treatment of renal cancer in view of the teachings of Stebbing et al, one would achieve a method 
of treating renal cell carcinoma in a patient in need thereof. 

This application currendy names joint inventors. In considering patentability of the claims 
under 35 U.S.C. 103(a), the examiner presumes that the subject matter of the various claims was 
commonly owned at the time any inventions covered therein were made absent any evidence to the 
contrary. Applicant is advised of the obligation under 37 CFR 1.56 to point out the inventor and 
invention dates of each claim that was not commonly owned at the time a later invention was made 
in order for the examiner to consider the applicability of 35 U.S.C. 103(c) and potential 35 
U.S.C. 102(e), (f) or (g) prior art under 35 U.S.C. 103(a). 

Claims 2, 26 and 28 are rejected under 35 U.S.C. 103(a) as being obvious over Dukart et al. 
(US 2006/0030547, filed 6/1/2006) in view of Stebbing et al. (BJU International 2001; 87: 599-601). 

The applied reference has a common inventor with the instant application. Based upon the 
earlier effective U.S. filing date of the reference, it constitutes prior art only under 35 U.S.C. 102(e). 
This rejection under 35 U.S.C. 103(a) might be overcome by: (1) a showing under 37 CFR 1.132 that 
any invention disclosed but not claimed in the reference was derived from the inventor of this 
application and is thus riot an invention "by another"; (2) a showing of a date of invention for the 
claimed subject matter of the application which corresponds to subject matter disclosed but not 
claimed in the reference, prior to the effective U.S. filing date of the reference under 37 CFR 1.131; 
or (3) an oath or declaration under 37 CFR 1.130 stating that the application and reference are 
currendy owned by the same party and that the inventor named in the application is the prior 
inventor under 35 U.S.C. 104, together with a terminal disclaimer in accordance with 37 CFR 
1.321(c). This rejection might also be overcome by showing that the reference is disqualified under 
35 U.S.C. 103(c) as prior art in a rejection under 35 U.S.C. 103(a). See MPEP § 706.02(1)(1) and § 
706.02(1)(2). 

Dukart et al. teach a method of treating a neoplasm in a mammal comprising alternating 
administration of CCI-779 and an antimetabolite antineoplastic agent (page 5, Claim 1 of the PG 
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Pub). With regards to the neoplasm, Dukart et al teach that the combination is useful for the 
treatment of renal cancer (paragraph 0010). Moreover, Dukart et al. teach that the instant 
combination can be used as part of a chemotherapy cocktail comprising additional antineoplastic 
agent such as interferons depending on the nature of the neoplasia to be treated (paragraph 0041). 

Gibbons et al. do not explicidy teach that the interferon is interferon a. 

Stebbing et al. teach the current status of interferon-a treatment in advanced renal cancer 
and conclude that interferon-a at 10 MU subcutaneously three times per week is the standard 
treatment of renal cancer and should represent the control arm of future studies. 

It would have been prima facie obvious to one of ordinary skill in the art at the time the 
invention was made to include the interferon-alpha in the chemotherapy cocktail as taught by 
Gibbons et al. for the treatment of renal cancer in view of the teachings of Stebbing et al. One 
would have been motivated to do so because Stebbing et al. teach that interferon-a treatment in 
advanced renal cancer is the standard treatment of renal cancer and should represent the control arm 
of future studies. Thus, one of ordinary skill in the art would have reasonable expectation of success 
that by including the interferon-alpha in the chemotherapy cocktail as taught by Gibbons et al. for 
the treatment of renal cancer in view of the teachings of Stebbing et al, one would achieve a method 
of treating renal cell carcinoma in a patient in need thereof. 

Therefore, No claim is allowed. 

Any inquiry concerning this communication or earlier communications from the examiner 
should be directed to Brandon J. Fetterolf, PhD whose telephone number is (571)-272-2919. The 
examiner can normally be reached on Monday through Friday from 7:30 to 4:30. 

If attempts to reach the examiner by telephone are unsuccessful, the examiner's supervisor, 
Shanon Foley can be reached on 571-272-0898. The fax phone number for the organization where 
this application or proceeding is assigned is 571-273-8300. 
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Information regarding the status of an application may be obtained from the Patent 
Application Information Retrieval (PAIR) system. Status information for published applications 
may be obtained from either Private PAIR or Public PAIR. Status information for unpublished 
applications is available through Private PAIR only. For more information about the PAIR system, 
see http:/ /pair-direct.uspto.gov. Should you have questions on access to the Private PAIR system, 
contact the Electronic Business Center (EBC) at 866-217-9197 (toll-free). If you would like 
assistance from a USPTO Customer Service Representative or access to the automated information 
system, call 800-786-9199 (IN USA OR CANADA) or 571-272-1000. 

Brandon J Fetterolf, PhD 
Patent Examiner 




